To the Editors:
The prevalence of HIV-1 infections among men who have sex with men (MSM) has experienced a notable increase in recent years in many countries, frequently associated with the expansion of local transmission clusters. [1] [2] [3] [4] [5] [6] [7] [8] In Western Europe, these clusters are predominantly of subtype B, but occasional clusters of non-subtype B clades have also been reported among MSM. [8] [9] [10] Here, we report the rapid expansion of a recently originated HIV-1 subtype F cluster among MSM in the region of Galicia, Northwest Spain.
Since 1999, we regularly process plasma samples from HIV-1-infected individuals, including new HIV-1 diagnoses, attended at public hospitals of Galicia in the cities of Vigo, Pontevedra, Ourense, Lugo, Ferrol, and A Coruña. These samples are routinely analyzed in HIV-1 protease-reverse transcriptase (PR-RT) sequences for detection of antiretroviral drug resistance-associated mutations, subtyping, and determination of phylogenetic relationships. Our previous studies have shown that in this region, as in the rest of Spain and Western Europe, subtype B is the predominant HIV-1 clade, but multiple other variants are also detected. , and where the 5 earliest cases were diagnosed, although cases were also diagnosed in the 3 other Galician provinces. The spread of this cluster to other areas of Spain seems to be currently limited because among 94 HIV-1 infections newly diagnosed in 2010 in another Spanish region, the Basque Country, only 1 (also a sexually infected man) belonged to the Galician F1 cluster.
Among the 5 viruses closely related to the Galician F1 cluster collected outside of Spain, risk exposure data are available for the 3 collected in Switzerland, 2 of which correspond to MSM, and 1 to a heterosexual man. 16 To estimate the date of the most recent common ancestor (MRCA) and to analyze the demographic growth of the Galician F1 cluster, we used a Bayesian Markov Chain Monte Carlo (MCMC) method as implemented in BEAST v1.6.1. 18 Because the evolutionary rate could not be inferred directly from the sequences of the cluster, due to the narrow time span of sample collection, it was estimated using 68 subsubtype F1 PR-RT sequences retrieved from the Los Alamos HIV Sequence Database or obtained by us from viruses sampled between 1993 and 2011 and lacking drug resistanceassociated mutations. In a subsequent analysis, the estimated posterior distribution of the substitution rate was incorporated as a prior distribution to estimate the time of the MRCA of the F1 cluster. The substitution model used The analysis of near full-length genome sequences of 5 in vitro-cultured isolates of the Galician cluster showed that they were uniformly of subsubtype F1 along their genomes (results not shown).
In summary, we report the rapid expansion of a recently originated HIV-1 subtype F cluster among MSM in the region of Galicia, Northwest Spain, which includes at least 1 virus from another geographically distant Spanish region, the Basque Country. Phylogenetic and molecular clock analyses allowed to trace the ancestry of this cluster in Brazil and showed that viruses closely related to it were circulating in Western Europe (at least in Switzerland and France) several years before the beginning of the expansion of the F1 cluster in Galicia. The rapid expansion of this cluster is reminiscent of the high rate of initial population FIGURE. 1. Maximum likelihood tree of PR-RT sequences of the F1 cluster of Galicia. The tree was constructed with RAxML 14 using the general time reversible substitution model with CAT approximation for among-site rate heterogeneity (GTR + CAT). Names of viruses sampled in Galicia begin with X; P2563 is a virus from Basque Country, Spain, branching within the Galician F1 cluster, which is bracketed on the right. (3 viruses, X2890, X2902, and X2955, were excluded from this analysis because they could not be polymerase chain reation-amplified in PR-RT; however, they were amplified and sequenced in protease, where in a phylogenetic tree they branched within the Galician F1 cluster). For the analysis, all subsubtype F1 viruses whose fulllength genome sequences are available at the los Alamos HIV Sequence Database, and 4 partially sequenced database viruses with high similarity scores with the Galician F1 cluster, as determined with the BLAST algorithm, were used. [8] [9] [10] this is the largest and most rapidly expanding one reported to date. It will be important to monitor its propagation to determine whether it causes a major sustained change in the genetic composition of the HIV-1 epidemic in Galicia and whether it spreads to other geographical areas. The rapid expansion of this cluster reflects the existence of transmission networks among MSM unaware of their HIV status engaging in high-risk behavior in Galicia, which is also inferred from the frequent clustering of HIV-1 sequences among new diagnoses in MSM in this region, 4 coincident with reported observations among MSM elsewhere in Spain and in other countries. [1] [2] [3] [4] [5] [6] [7] [8] The recent emergence and expansion of HIV-1 transmission clusters among MSM in developed countries implies that, contrary to a common belief, universal access to effective antiretroviral therapies does not guarantee the control of the HIV-1 epidemic and that prevention of high-risk behavior, particularly among MSM, should remain one of the highest public health priorities in these countries.
